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REMARKS 

Claims 1, 2, 6-8, and 10-13 are pending. 

Claim 1 has been amended to include the limitations of claim 4 for a hydralazine compound 
of Formula I. In view thereof claim 4 has been cancelled. 
The dependency of claim 6 has been amended. 

No issues of new matter should arise and entry of the amendment is respectfully requested. 
I. Rejection under 35 U.S.C. $ 103 

Claims 1-2, 4, 6-8 and 11-13 are rejected under 35 U.S.C. § 103 as being unpatentable over 
Shapiro (U.S. Patent No. 5,668,1 17) in view of Klemsdal (Eur. J. Clin. Pharmacol. 1994), 
Wikipedia, and Chobanian et al (U. S. Patent No. 5,645,839). 

Applicants respectfully traverse the rejection and respectfully submit that the claimed 
invention is unobvious over the cited references and there is no motivation to combine the cited 
references to arrive at the presently claimed invention. Applicants respectfully submit that the cited 
references, individually or in combination, do not disclose or suggest, or provide motivation to 
arrive at the presently claimed invention. 

The claims as amended are directed to a transdermal patch comprising a hydralazine 
compound and at least one of isosorbide dinitrate and isosorbide mononitrate, wherein the 
isosorbide dinitrate is present in an amount to deliver about 20 milligrams per day to about 200 
milligrams per day. 

Shapiro discloses a carbonyl trapping agent in combination with antioxidants and various 
other medications. Shapiro discloses a laundry list of the various other medications that can be used 
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in combination with a carbonyl trapping agent. Shapiro's composition is not a transdermal patch 
comprising a hydralazine compound and at least one of isosorbide dinitrate and isosorbide 
mononitrate. In fact Shapiro does not disclose or suggest a transdermal patch. Applicants submit 
that nowhere in the teachings of Shapiro is there any suggestion or motivation to make transdermal 
patches comprising a hydralazine compound and at least one of isosorbide dinitrate and isosorbide 
mononitrate. 

Klemsdal and the Wikipedia entry are cited by the Examiner for teaching the similar effect 
of administering either isosorbide dinitrate or isosorbide mononitrate. However, neither Klemsdal 
nor Wikipedia cures the deficiencies of Shapiro, as neither reference teaches or suggests 
transdermal patches having at least one hydralazine compound and at least one of isosorbide 
dinitrate and isosorbide mononitrate. 

Chobanian is cited by the Examiner for teaching a transdermal patch comprising 
pharmaceutically acceptable carriers and antioxidants. However, Chobanian does not disclose 
hydralazine compounds. Moreover, Chobanian does not provide any motivation for a transdermal 
patch comprising a hydralazine compound and isosorbide dinitrate and/or isosorbide mononitrate. 
Chobanian does not cure the deficiencies of Shapiro, as Chobanian does not teach or suggest a 
transdermal patch comprising a hydralazine compound and isosorbide dinitrate and/or isosorbide 
mononitrate. 

In view of the above, Applicants submit that the claims are patentable over the combination 
of Shapiro, Klemsdal, Wikipedia, and Chobanian. Withdrawal of this rejection is respectfully 
requested. 
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II. Conclusion 

In view of the above amendment, Applicants believe the pending application is in condition 
for allowance. 



Applicants believe no fee is due with this response. However, if a fee is due, please charge 
our Deposit Account No. 08-0219, under Order No. 0102258.00337US3 from which the 
undersigned is authorized to draw. 



Respectfully submitted, 

Dated: May 5, 2008 

/Belinda M. Lew/ 

Belinda M. Lew, Ph.D. 
Registration No.: 53,212 
Attorney for Applicant(s) 

Wilmer Cutler Pickering Hale and Dorr LLP 
1875 Pennsylvania Avenue, NW 
Washington, DC 20006 
(202) 663-6000 (telephone) 
(202) 663-6363 (facsimile) 
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